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Question 1:

In many source documents that will be provided in the Theragrastim BLA, the Drug
Substance (DS) and intermediate product (IP) have been referred to by the non-proprietary 
name, filgrastim.

Does the Agency agree that it is acceptable to use Filgrastim DS and Filgrastim IP, when 
referring to Theragrastim DS and IP, in some documents?

FDA Response to Question 1:

Discussion:

Question 2:

In the briefing package submitted together with this meeting request, a comprehensive table 
of contents of the BLA package is provided as Appendices 1, 2, 3, 4, and 5 where each 
appendix represents the module of the same number. The applicant seeks the Agency’s 
feedback in the case that additional documents should be included in the eCTD BLA package 
pursuant to section 351(k) of the Public Health Service Act.
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Does the Agency agree that the proposed documents as described in the appendices are 
considered adequate and sufficient?

FDA Response to Question 2:
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Discussion:

Question 3:

Adello intends to submit supporting documentation as searchable PDF documents. However, 
some documents such as literature references or CRFs are not available in a searchable 
format (i.e. not created from a readable source or OCR).

Does the Agency agree that it is acceptable to include these documents in the BLA dossier as 
“non-searchable” PDF documents?

FDA Response to Question 3:

Discussion:
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Question 4:

Adello Biologics qualified one lot of in-house reference standard from a batch representing 
the proposed commercial manufacturing process against USP Filgrastim reference standard 
using a battery of comprehensive characterization methods. This reference standard lot will 
be named and used as our Primary Reference Standard for all future commercial testing. All 
of the data to be presented in the BLA were generated using USP Filgrastim reference 
standard.

Does the Agency agree with this practice?

FDA Response to Question 4:

Discussion:

Question 5:

Does the Agency agree that the CMC data package as outlined in Appendix 3 is sufficient to 
permit review of the BLA application?

FDA Response to Question 5:
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Discussion:

Question 6:

Adello has responded in Appendix 6 to the Agency’s comments made during the Type 3 
meeting held on June 9, 2016 (see Type 3 meeting minutes).

Does the Agency agree with these responses and the approaches therein?

FDA Response to Question 6:

Discussion:

Question 7:

Approximately 15 Drug Substance lots manufactured at Adello in Suite will support the 
Theragrastim BLA. Adello will provide a Process Performance Qualification (PPQ) report 
for manufacturing of Theragrastim DS in Suite

Does the Agency agree that a DS process validation protocol and proposed commercial 
batch record, to support the commercial manufacturing suite, along with the opportunity for 
FDA inspection, will support BLA approval of the new manufacturing area?

Reference ID: 4943671

(b) (4)

(b) (4)

(b) (4)



FDA Response to Question 7:

Discussion:
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FDA Response to Question 8:

Discussion:

Question 9:
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Does the Agency find the described PPQ strategy and deliverables acceptable for 351(k) 
BLA submission?

FDA Response to Question 9:
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Discussion:

Question 10:

Adello intends to propose the following specifications as provided in Appendix 8 to control 
the quality of Theragrastim at commercial stage including Intermediate product (IP), DS 
release and stability, as well as DP release and stability. The establishment of these routine 
testing and acceptance criteria are based on the principle of ensuring the product’s identity, 
strength, purity and safety.

Does Agency agree with the proposed specifications?

FDA Response to Question 10:

Discussion:
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Question 11:

In the BLA, for Sections of Analytical Procedures (3.2.S.4.2 and 3.2.P.5.2) and Validation of 
Analytical Procedures (3.2.S.4.3 and 3.2.P.5.3), Adello Biologics intends to provide brief 
descriptions of analytical methods and summary of validation parameters and results, and 
then provide links to the approved methods and validation reports.

Does the Agency agree with this approach?

FDA Response to Question 11:

Discussion:

Question 12:

During analytical similarity analysis a two-sided comparison (as per Tier 2) will be used for 
commonly observed impurities, some impurity comparisons may not meet the lower end of 
the acceptance criteria. In this case, Adello Biologics will justify the acceptance of the results 
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based on the fact that lower amounts of impurities in the Theragrastim profile have no 
impact on safety, efficacy and immunogenicity, and thus are not clinically meaningful.

Does the Agency agree with this approach?

FDA Response to Question 12:

Discussion:

Question 13:

Does the Agency agree that the pharmacology and toxicology package summarized in 
Appendix 4 is sufficient to support the review of the nonclinical development for the proposed 
BLA package?

FDA Response to Question 13:

Discussion:

Question 14:

Does the Agency agree that for licensure of Theragrastim as a biosimilar product to 
Neupogen under 351(k) of the Public Health Service Act, the pharmacology and toxicology 
information can be submitted as study reports in PDF format, without providing electronic, 
individual animal data listings?

FDA Response to Question 14:

Discussion:
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Question 15:

Adello has completed 2 PK/PD trials that will be provided in Module 5 (see Appendix 5). In 
addition, an ongoing immunogenicity and safety trial (TPI-CL-110) will also be provided.
An approved study report will be provided for all three studies in Appendix 5.

Does the Agency agree that the clinical data package summarized in Appendix 5 is sufficient 
for review of the clinical sections of the proposed BLA package?

FDA Response to Question 15:

Discussion:

Question 16:

The draft labeling utilizes , the Proprietary Name submitted for review with 
CDER under IND 115333, SN0038 on October 7, 2016. Adello considers the data and results 
presented in the BLA will justify the requirements for the licensure of  as a 
biosimilar. Based on FDA guidance, extrapolation of indications is justifiable if the applicant 
provides, “sufficient scientific justification for extrapolating clinical data to support a 
determination of biosimilarity for each condition of use . . .” Adello confirms the proposed 
BLA demonstrates:

Analytical and functional similarity between NEUPOGEN and  are 
established.
The approved NEUPOGEN indications sought by  similarly facilitate
binding specifically to the G-CSF receptor.
The clinical data demonstrate PK and PD bioequivalence of  and 
NEUPOGEN in healthy volunteers.
Based on the achievement of similarity and the shared mechanism of action, 

 is likely expected to act the same way in patient populations. Adello, 
seek approval for  for the following indications based on the totality of 
the data demonstrating “sameness” to the Reference Product, NEUPOGEN, which 
has already proven safety and efficacy in the following indications:

Adello, seek approval for  for the following indications based on the totality of
the data demonstrating “sameness” to the Reference Product, NEUPOGEN, which has
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already proven safety and efficacy in the following indications:
Decrease the incidence of infection‚ as manifested by febrile neutropenia‚ in patients
with nonmyeloid malignancies receiving myelosuppressive anti-cancer drugs 
associated with a significant incidence of severe neutropenia with fever.
Reduce the time to neutrophil recovery and the duration of fever, following induction 
or consolidation chemotherapy treatment of patients with acute myeloid leukemia 
(AML).
Reduce the duration of neutropenia and neutropenia-related clinical sequelae‚ e.g.‚ 
febrile neutropenia, in patients with nonmyeloid malignancies undergoing 
myeloablative chemotherapy followed by bone marrow transplantation (BMT).
Reduce the incidence and duration of sequelae of severe neutropenia (e.g.‚ fever‚ 
Infections, oropharyngeal ulcers) in symptomatic patients with congenital 
neutropenia‚ cyclic neutropenia‚ or idiopathic neutropenia.

NOTE: Per FDA guidance on the BPCI Act, Adello will originally seek BLA licensure for 
fewer than all the conditions of use, for which NEUPOGEN is licensed. Based on the current 
requirements for additional clinical support and CD34+ evaluation, at this time Adello does 
not seek the following indications:

Mobilize autologous hematopoietic progenitor cells into the peripheral blood for 
collection by leukapheresis
Increase survival in patients acutely exposed to myelosuppressive doses of radiation
(Hematopoietic Syndrome of Acute Radiation Syndrome)

Does the agency concur with the approach taken for the selected indications outlined in the 
draft labeling?

FDA Response to Question 16:

Discussion:

Question 17:

Adello is proposing a specific activity range as the potency acceptance criteria, rather than 
relative potency (%), due to USP filgrastim and Adello’s qualified in-house reference 
standard having a slightly different specific activity which results in a different relative 
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“Submission
Documentation for Sterilization Process Validation in Applications for Human and Veterinary 
Drug Products”
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Discussion:

Reference ID: 4943671



PLR Requirements for Prescribing Information Pregnancy and Lactation 
Labeling Final Rule
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– Pregnancy, Lactation, and Reproductive Potential: Labeling for Human Prescription 
Drug and Biological Products – Content and Format

Reference ID: 4943671





by site

Reference ID: 4943671



Reference ID: 4943671



Reference ID: 4943671



Reference ID: 4943671



Reference ID: 4943671

11 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following 
this page



Reference ID: 4943671




